CardinalHealth >

1500 Waukegan road
McGaw Park, IL 60085
847-473-1500

11/18/04

Mr. Gary Buehler

Food and Drug Administration
Office of Generic Drugs
Document Mail Center (HFD-600)
7500 Standish Place

Rockville, MD 20855

Dear Mr. Buehler:

Cardinal Health is submitting this Suitability Petition to the FDA requesting permission to file
an ANDA for a preoperative prep containing a chlorhexidine gluconate (CHG) / isopropol
alcohol (IPA) solution with tint. More specifically, the intent of this petition is to address the
change in applicator volume from 10.5 ml to 26 ml.

A. Action Requested:
As indicated above, Cardinal Health proposes to file an ANDA based upon the reference listed drug

(RLD) ChloraPrep® One-Step chlorhexidine gluconate 2% (w/v) and isopropyl alcohol 70% (v/v)
antiseptic patient preoperative skin preparation (10.5 mL) (hereinafter referred to as ChloraPrep)
manufactured by Medi-Flex, Inc., (NDA 20-832) and the recent ANDA submission by Cardinal
Health for a similar product (ANDA 77-271). The marketing exclusivity of the reference listed drug
expired July 14, 2003. The specific intent of this petition is to request approval for a change in
applicator volume from 10.5 ml to 26 ml.

B. Statement of Grounds:

The active ingredients in the proposed Cardinal Health drug product, CHG and IPA, are the same as
those of the reference listed drug approved in NDA No. 20-832. The dosage form and strength of the
proposed product are also the same as those of the reference listed drug approved in NDA No. 20-832.
The inactive ingredients in Cardinal Health’s Prevail-CHG and ChloraPrep are presented in the

following table.
Inactive Ingredients in Prevail-CHG and ChloraPrep
Prevail-CHG ChloraPrep”
Purified Water, USP Purified Water, USP

FD&C Red No. 40
“Inactive ingredients listed on ChloraPrep labeling are provided

There is considerable commercial experience with one-step preoperative prep products containing
alcohol. As summarized in the following table, the widespread use of Povidone Iodine-plus-alcohol
based products, such as 3M’s Dura-Prep (26 ml) and Cardinal Health’s Prevail (59 ml) and Prevail-
FX (40 ml) represent an estimated 70% of the entire preoperative prepping market..
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Currently Marketed Patient Preoperative Prepping
Solutions Containing Alcohol

DuraPrepR, 26 ml Iodophor and IPA (0.7% Available 6,000,000 units est. sold
Iodine and 74% IPA w/w) annually.

Cardinal Large Aplicators Povidone Iodine USP and Alcohol 1,000,000 units est. sold

(Prevail®, 59 ml; Prevail- (Prevail: 0.5% Available Iodine and 62% | annually.

FX, 40 ml) v/v Ethanol) (Prevail-Fx: .83% Available
Iodine and 72.5% IPA w/w)

ChloraPrepR, 10.5 ml Chlorhexidine Gluconate and IPA (2% 1,500,000 units est. sold
CHG w/v and 70% IPA v/v) annually.

It is speculated that the reason for the relatively high use of products containing more than 10.5 ml of
solution is that a majority of surgical procedures require larger volumes of solution to prep the area
of concern. The surface area of a typical human body is approximately 2800 square inches,
(referencing Cornell University website http:/www-
users.med.cornell.edu/~spon/picw/calc/bsacalc.htm). The 10.5 ml applicator covers an area of about
8.4 square inches. It is evident that preparing a patient for typical procedures such as laparoscopies
would normally require more than a single applicator. Through clinical observation and discussion
with practitioners, it has been determined that a full-body prep commonly uses 80 ml of
antimicrobial solution in the preparation of skin for surgery. Eight (8) separate containers of the
10.5 ml RLD would have to be opened in this case, significantly increasing the time for prepping as
well as negatively impacting the cost of the procedure. Using Cardinal Health products as a case
study, the packaging and sterilization costs are approximately half of the total product cost. In
addition, it would take practitioners extra time and effort to obtain and open the units without
improving patient or clinician safety. The proposed Cardinal Health product has been developed in
consideration of cost and convenience.

Cardinal is aware that there is concern with OR fires associated with prepping solutions containing a
high percentage of alcohol. This concern, as well as customer safety, was taken into consideration
during the design of the Cardinal applicator. With many products on the market, notably DuraPrep
and ChloraPrep, the container holding the fluid is a glass ampoule, which is broken during applicator
activation. Once broken, there is no means of controlling fluid flow through the sponge of the
applicator and onto the surgical site. With the Cardinal Health applicator system, the container for
the fluid is an HDPE bottle. Once the foil seal on the neck of the bottle is punctured, fluid can be
expelled through the neck of the bottle by squeezing or, conversely, fluid flow will be slowed
significantly by merely holding the bottle without squeezing. This applicator is the same as that of
Cardinal’s currently sold prep products, i.e., Prevail and Prevail-Fx.

The proposed prep contains 70% isopropyl alcohol, which provides fast and broad-spectrum
antimicrobial kill. Additionally, this alcohol allows for quick dry time (2-3 minutes). Combined
with CHG, this system yields an extremely fast-acting, persistent preoperative skin preparation.

Based on investigations, published figures, and searches of the U.S. Food and Drug Administration’s
(FDA) medical device reporting databases, ECRI estimates that 100 surgical fires per year occur in
the Unites States each year (Risk Management Reporter, Oct 2003). In conversations with Mark E.
Bruley (ECRI Vice President, Accident and Forensic Investigation), roughly 5-15% of these surgical
fires are attributed to alcohol-based preps.




It has been well established that for a fire to occur, an ignition source, fuel and oxidizer must be
present. Alcohol and alcohol-based preps are flammable until all liquid has evaporated (Health
Devices, November 2003). Once dry, the solution is no longer flammable. It is important to note
that the OR fires are easily prevented through education and training of proper application methods
and dry times.

In conjunction with the concern of excess fluid being applied to the area being prepped, there is also
a concern that hospital linens or drapes will become saturated and will not be removed or replaced
prior to coming in contact with an ignition source. The proposed product label clearly warns of the
concerns with use of a flammable solution. It also provides instructions on removal of soaked
materials and advises users to allow for sufficient drying of solutions prior to surgery. Please refer
to correspondence between the 3M Corporation and the FDA, dockets Management Branch (HFA-
305), dated June 15, 1995 Docket No. 75N-183H, where a detailed review of cause and corrective
action, notably awareness and training of the professional OR staff.

In conclusion, Cardinal Health’s proposed prep product has been developed to address cost,
convenience and the safety concerns of the OR staff. It is our opinion that the proposed Cardinal
product with a change in packaging size to 26 ml as compared to the 10.5 ml packaging size of the
RLD is suitable to be filed as an ANDA.

C. Environmental Impact Statement:
By providing a single applicator containing 26 mls of solution, the end user is cutting in half the

amount of waste generated during patient preoperative prepping with use of the RLD.

D. Economic Impact Statement:
Not required at this time.

E. Certification:

The undersigned certified that, to the best knowledge and belief of the undersigned, this petition
includes all information and views on which the petition relies, and that it includes repreasentative
data and information known to the petitioner that are unfavorable to the petition.

el D o U

Michael L. Groesbeck

Vice President, Quality Operations, Infection
Infection Prevention, Cardinal Health

1500 Waukegan Rd., Bldg. WM
McGaw Park, IL 60085
(847) 785-3267

Attachments:

Label copy for Prevail-CHG2: Bottle, Pouch, Case Label
Label copy for ChloraPrep® Bottle, Pouch, Dispenser
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Cat. 4VAIL-CHG2 NDC 63517-015-26

Prevaii-CHG ™

One Step Topical Preoperative Preg Solution and Applicator
Contains Chiorhexidine Gluconate 2% (w/v) and Isopropyl Alcohol 70% (vAv)
Each bottle contains 26 mL

Single application provides fast-acting, broad-spectrum, ™
persistent antimicrobial activity. H G

Sterile f~ C R
For Single External Use Only P

Contenis

One (1) 26 mL Applicator (urethane sponge)
Contents in unopened, undamaged package are stenle

Drug Facts

Active inarediont 5
Chiohesddine ghuconate 2% (wiv) N . oo . Arthosphc
Isopropyl alcohot 70% (wv). e e . . PR

_U_g Jor prepecation of the pafients sk pror 1o surgery

I farunabie, keep away from fire or fame I o not drape of se ignion source undl dby, (e §. elecirocaulryiaser)
1N for extemal use only B do not allow 1o pool M remove alt soksbon soaked malerials B prep accxdentally dnps o
haw, allow o dry complsiely

Do not use

1 on children less than 2 months of age because of the potental for excessiva sian miabion and increased drug absorpon
1 on patients with known allergpes to chiorhaxdne gluconate or 1sopropy! alcohol I for lumbar punclure or in contact with
the mannges 1 on open Skan wounds of as a ganeral skon cleanser

When using ts product keep out of eyes, ears, and mouth May cause senous or parmanent inry ¥ permitad to enter
and reman I contact occurs, nnse with cold water nght away and contact a physician

Stop use and ek a doctor ¥ ¥rikabon, or allergc roachon occurs. These may be signs of a senous condibon
Mudnﬂddﬁaﬂmwmh&awa%%%ﬁﬂw

Directions

 peal pouch, exposing components I remove apphcator from pouch, 1 hold bottie and neck of the appiicator cap

Rt battle in dicection of arow ed push apphcator down onio botlie undk 2 snap 1s heard. W invert botile and squeeze
1o dispense solubon I dry surgical sites {such as abdomen or arm): use repeatad back-and-forth strokes of the sponge
for approxmately 30 seconds. Compietely wet the traatmant ares with anbseptc Allow the area to ar dry for
approcamately 30 saconds. Do not blok of wipa awety. [ molst surgical sites (such as the inguina) Jold): Use repested
back-and-forth sirokes of the sponge for approximately 2 minubes. Completaly wet the lreatment area with anfisepic. Alow

the area to air dry for approomately one (1) minuie. Do nok biot or wipe away. I marmun freaiment area for one
apphcak 18 approxmately 734 cm2 (17 x 171n.) Discard the appicator after a single use
Other information ® s betwesn 20-25°C (88-77°F) B avod reazmg and excesswe heat above AT°C (sbove 104°F)
Inactive ingredients m FOSC Red No 40 and pusfed waier, USP
Quastions? 5009645227 (Monday to Fday 8AM - 5 PM)

McGaw Park, IL 60085 USA

30-X00¢X (01) 0 0380470 17978 0

Cardinal-

MK090411

Medivac-Prep-Thermal B.U. Proofed by: Date:
McGaw Park, IL

M. Kraemer Dimensionschecked: ________ Copy checked:
9/30/04

30-X00(X



Cat 4VAIL-CHG2 N 6351701526
Prevail-CHG'™
One Step Topical

Preoperative Prep
Solution and Applicator

2% (w/v) and Isopropyl Alcohol
70% (V)

For Single External Use Only
Warning: Solution is flammable
until dry.

Contains 26 mL

Cardinal Health
McGaw Park, IL 60085 USA

37-XXXXX
R~

CardinalHealth

Contains Chlorhexidine Gluconate T

MK090413

Medivac-Prep-Thermal B.U.

McGaw Park, IL
M. Kraemer
9/30/04
37-XXXXX

Proofed by:

Date:

Dimensions checked:

Copy checked:




Cat. 4VAIL-CHG2 | ¥35:7.015.26 | Qty. 20

Prevail-CHG™

One Step Topical Preoperative Prep
Solution and Applicator

Contains Chlorhexidine Gluconate 2% (w/v) and
Isopropyl Alcohol 70% (v/v)

Sterile

CONSUMER COMMODITY
ORM-D
Exp.

Warning: Solution is “
flammable until dry.

Store at 20-25°C (68-77°F). Avoid freezing and

excessive heat above 40°C (above 104°F). LATEX PREE
Each Bottle Contains 26 mL

U.S. components assembled in Mexico l,l“" ,'“ m ||| I lll
Cardinal Health

McGaw Park, IL 60085 USA

37-X000(X (01) 5 0380470 17978 5

Cardinaliioa

MK090412

Medivac-Prep-Thermal B.U. Proofed by: Date:
McGaw Park, IL

M. Kraemer Dimensionschecked: ________ Copy checked:
9/30/04

37-XXXXX



Cat. No. 260700 NDC #054365-400-04 DIN#02160757

ChiloraPrep® One-step

Chlorhexidine Gluconate 2% w/v and Isopropyl Alcohol 70% v/v
Patient Preoperative Skin Preparation » 10.5mL Applicator

WARNING. FLAMMABLE. KEEP AWAY FROM FIRE OR FLAME.
DO NOT USE WITH ELECTROCAUTERY PROCEDURES.

Drug Facts

Active ingredients Purpose
Chiorhexiding gluConate 2% WV ... ... . it iiiiereveeeronnsnassonnonsssonnnns Antiseptic
Isopropyl &Ieohol 70% VAV & euu ittt iiiiniinniriieserresesorsnnnnssanasanns Antiseptic

Use for the preparation of the patient's skin prior to surgery

Warnings
For external use only

Flammable: Keep away from fire or flame._Do not use with electrocautery procedures.

Do not use

= in children less than 2 months of age becausa of the potential for excessive skin iritation and
increased drug absorption

W on patients with known allergies to chlorhexidine gluconate or isopropyl alcohol

= for lumbar puncture or in contact with the meninges

= _on open skin wounds or as a general skin cleanser

When using this product keep out of eyes, ears, and mouth. May cause serious or permanent injury
It permitted to enter and remain. If contact occurs, rinse with cold water right away and contact a physiclan.

Stop use and ask a doctor if imitation, sensitization, or allergic reaction occurs. These may be
signs of a serious condition.

riK.h:p out of reach of children. If swallowed, get medical help or contact a Paison Control Center
ght away.

Directions

m pinch the wings on the applicalor to break the ampule and release the antiseptic. Do not touch the sporge.
mgtbwaM*WmMm' and releasing the sponge against the treatment area until liquid is

on n.

u dry surgical sites (such as abdomen or arm): Use repeated back-and-forth strokes of the
sponge for approximately 30 seconds. Completely wet the treatment area with antiseptic. Aliow
the area to air dry for approximately 30 seconds. Do not biot or wipe away.

M moist surgical sites (such as the inguinal fold): Use repeated back-and-forth strokes of the
sponge for approximately 2 minutes. Completely wet the treatment area with antiseptic. Allow the
area to air dry for approximately one (1) minute. Do not biot or wipe away.

| maximal treatment area for one applicator is approximately 457 cm* (approximately 8.4 x 8.4 Inches).
Discard the applicator after a single use.

Other information u store between 20-25°C (68-77°F)
& avoid freezing and excessive heat abave 40°C (104°F)

Inactive ingredients u USP purified water

Questions? Call 1-800-523-0502 (8 a.m.-5 p.m. CST)

Single Use
Applicator is sterile if package is intact

Lot No: Exp. Date:

(U MEDI-FLEX
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Chiorafrep® 10.5-mi Applicator

2% (wiv) Chlorhexidine Gluconate
and 70% (v/v) Isopropyi Aicohol

Lot No. 405060 Exp. Date 04/06

Maedi-Flax, inc. Leawood, KS 86211
‘
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Part No: 6-824248
Rev. Date: 2/17/03

_ V) MEDI-FLEX

ChioraPrep® One-step
10.5-mL Applicators « 25 aty.

Store at room temperature 20-25 °C (68-77 °F)
Avoid freezing and excessive heat above 40 °C (104 °F)

Cat. No. 260700 ND

Chlorhexidine Gluc
Antiseptic Patient

ChloraPrep® On
persistent anti
number of mic

10.5-mL Applicator
Single Use

Applicator is sterile

Contents: 1 Each Spo
Quantity: 1 Box, 25 E

Store at roo
Avoid freez




Fart No: 6-824248
Rev. Date: 2/17/03

fMEDI-FLEX

rep® One-Step
pplicators « 25 qty.

temperature 20-25 °C (68-77 °F)
i excessive heat above 40 °C (104 °F)

Cuat. No. 260700 NDC #054365-400-0

Chlorhexidine Gluconate 2% (w/v
Antiseptic Patient Preoperative

ChloraPrep® One-Step is a f
persistent antiseptic that s

number of microorganisms

10.5-mL Applicator
Single Use

Applicator is sterile if package is intact

Contents: 1 Each Sponge, Latex Free
Quantity: 1 Box, 25 Each/Box

Store at room temperature 20-25 °C (68-
Avoid freezing and excessive heat above 4



D0-04 DIN#02160757

pP° One-step

/v) and Isopropyl Alcohol 70% (v/v)
ve Skin Preparation

fast-acting, hrouad spectrum,

t significantly reduces the
S on intact skin.
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, ‘ MEDI-FLEX Patient Prec

ChiloraPrep®° One-step Drug Facts
10.5-mL Applicators - 25 qty.

Active ingredients
Chlorhexiding gluconate 2% w
{sopropy} alcoho! 70% viv

Use
u for the preparation of the pi

Warnings
For external use oniy

F fte: Keep away |

Store at room temperature 20-25 °C (68-77 °F) Do not use
W in children less than 2 mor
. N N s with
Avoid freezing and excessive heat above 40 °C (104 °F) e e o
. @ onopen skin wounds or as

When using this produc!
m keep out of eyes, ears, an

Stop use and ask a doc
& (rtaton, sensitization, of «

Keep out of reach of ch

Directions

m pinch the wings on the ap
Wet the sponge by repea’

® dry surgical sites (sus
Completely wet the treatn

® moist surgical sites .
Completely wet the treatr

m maximal treatment area {

UVRRA

*+H9852607002B" o,
405060 c G4 - 0D

xp. Date:

Other informatioi
m store between 20-25 "C

Inactive ingredie

Questions? cai 1.8
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ChioraPrep One

Chilorhexidine Gluconate 2% w/v and Isopropyl
Patient Preoperative Skin Preparation  10.5-

.

' One-Step Drug Facts_
tors ° 25 qtv' ;ctive ingredients -

Chlorhexidine gluconate 2% wiv
isopropyl alcohol 70% wiv
e SR S
Use
m for the preparation of the patient’s skin pnor to surgery
e ————————
Warnings
For external use only

Flammable: Keep away from fire or flame. Do not use with electrocautery procedures
- c _ o Do not use
e 20 25 C (68 77 F) W in children less than 2 months of age because of the potential for excessive skin imtation and increased drug absorption
m on patien's with known allergies to chlorhexidine gluconate or 1sopropyl aicohol
heat above 40 °C (104 °F) m for lumbar puncture or In contact with the meninges

B 0n open skin wounds or as a general skin cleanser

Keep out of reach of children. If swallowed, get medical help or contact a Poison Control Center nght away
: Directions
® pinch the wings on the applicator to break the ampule and release the antiseptic Do not touch the sponge
Wet the sponge by repeatedly pressing and releasing the sponge aganst the treatment area until iquid 1s visible on the skin
m dry surgical sites (such as abdomen or arm) Use repeated back-and-forth strokes of the sponge for approximately 30 se
70 0 2B* Completeiy wet the treatment area with antiseptic  Allow the area to arr dry for approximatety 30 seconds Do not blot or wipe
) : m moist surgical sites (such as the inguinal fold} Use repeated back-and-forth strokes of the sponge for approximately 2 m

H }’24 Completely wet the treatment area with antiseptic  Allow the area to arr dry for approximately one (1) minute Do not blot or wi
- ®m maximal treatment area for one applicator 1s approximately 457 ¢cm (approximately 8 4 x 8 4 inches) Discard the applicator af
o Ao R

. ! - P
Datz: Other information
: | store between 20-25 "C (68-77 °F) m avod freezing and excessive heat above 40 °C (104 °F)

Inactive ingredients w USP purfied water

Questions? Call 1-800-523-0502 (8am—5pm CST)
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Dne-step
i Isopropyl Alcohol 70% v/v
on ¢ 10.5-mL Applicator

Purpose
Antiseptic
Antiseptic

lincreased drug absorption

terand emain If contact occurs, nnse with cold water right away and contact a physictan

1

»licemel nght away
R

ch the sponge

until iguid is visible on the skin

e spongz for approximately 30 seconds

y 30 seconds Do not blot or wipe away

the sponge for approximately 2 minutes.

4 one (11 minute. Do not blot or wipe away
inches) Discard the applicator after a single use
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